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3 <110> APPLICANT: McKeon # F. 

4 Kayako , K . 

5 Ryeom, S. 

7 <120> TITLE OF INVENTION : CALCIPRESSINS : ENDOGENOUS INHIBITORS OF CALCINEURIN , 

8 USES AND REAGENTS RELATED THERETO 
10 <130> FILE REFERENCE: HMV-048.01 

13 <140> CURRENT APPLICATION NUMBER: 09/575 f 580C 

14 <141> CURRENT FILING DATE: 2000-05-22 . 

16 <150> PRIOR APPLICATION NUMBER: 60/135,431 s\ \q 

17 <151> PRIOR FILING DATE: 1999-05-21 

19 <150> PRIOR APPLICATION NUMBER: 60/161,195 

20 <151> PRIOR FILING DATE: 1999-10-22 
22 <160> NUMBER OF SEQ ID NOS : 49 
24 <170> SOFTWARE: Patentln Ver . 2.1 

26 <210> SEQ ID NO: 1 

27 <211> LENGTH: 2484 
2 8 <212> TYPE: DNA 
2 9 <213> ORGANISM: Homo sapiens 

31 <400> SEQUENCE: 1 

32 cttgggttta gctccctgag gacacaaact gtcctaagac tatgataata gtaatcatag 60 

33 aaccgtgcac atggcaagtt ctgaataaat ctcagctgtt ggatatactt tttgttataa 120 

34 ttactaacac ttcctaacta gagagtaagc ctactctaag aaaaaatata actgtaattt 180 

35 cacaacctcc aaagaaccca gtgcataaac agctaccatt tattaagcac tgactgaatt 240 

36 cttagtaata tgtcttcatt tttttcagat gaggaaacta agattcagct tatttgtaca 300 

37 agtagttaaa aagcaaagct gaaattcaga cccaagttct cactgtatca tactgtccaa 360 

38 aaaagaattc tatttttcag gaagagacat gtctgctcac ttgaggtcct cttatttttc 420 

39 cgctattccc caaaggaaag gggtgatctc ttaattcttt cgttatgtcc tattgtacat 480 

40 agcatataat ggtaattcag aaaaattact tctaattaca taaattttca caatggtata 540 

41 gtgactaata cgctgaaata gaaaagtaag gcattgttat catggtctag ttcagtcttt 600 

42 attgcgacta tatctgataa tatacggtaa gcatctaacc acttgccagg ggccacagag 660 

43 ccacagggag actatgtctc gcttaaattc ccaaaagtgg gcccctgtgc ttcaaaacgt 720 

44 ccccgcatgg gaaccacaaa aacgttgcct ccccagttat caccccaagg gcccaagagc 780 

45 cgaggactct gcccggcgtc cttcagctgg caccagctgt cagaaaagcg gaactgggga 840 

46 cgaggacttt gcccctaacc aacatggccg ccctgaggct tcgggcttcg ggcggcagaa 900 

47 ggaaggtcac gtgaagagaa ttccgttcct ttattggccc cgtctcctgg aagggcgggg 960 

48 tacaataacc caaccggcgc cggccttaaa ggggccaccg ttggatctgc cggtggccgg 1020 

49 ccctaggggc tgggggggcg gtcgccgcgc cgggcttctg cccctcccgc gcggaacggt 1080 

50 gacgggcggg gctggcgctg ggaggccgtg tcgctgggag actgctgaca gcccgccgcc 1140 

51 tgccgccgcg cgattccgag ggggttaacg gcggagccgc cggccgggcg cggaccggag 1200 

52 cgcgtgaggc tccggcgcgc aagcccggag cagcccgctg gggcgcacag ggtcgcgcgg 1260 

53 gcgcggggat ggaggacggc gtggccggtc cccagctcgg ggccgcggcg gaggcggcgg 1320 

54 aggcggccga ggcgcgagcg cggcccgggg tgacgctgcg gcccttcgcg cccctctcgg 1380 

55 gggcggccga ggcggacgag ggcggcggcg actggagctt cattgactgc gagatggagg 1440 
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56 aggtggacct gcaggacctg cccagcgcca ccatcgcctg tcacctggac «gcgcgtgt 1500 
I* tcltggacgg cctgtgccgg gtgaggaccg cgccgggcgg gccgtcgggg cggagggcgg 1560 

58 a«c??gt?g cccgaggagg cggcgcgggt cgcagcgccc agtcccggcc g^gcgcgggg 1620 

59 cggggaggca gcgacgtccc ccgggctgct cggccgcgga cccgtcaggg ctggggcgtg 1680 
To aaaacaacqc cccqagggtc ccggtcccct agcacccccg gggcgcgcgg agctcactgc 1740 
61 aSqtcccac aggcSccc cggcccccgt gtgcgcccag gctggtgcga ctaggggggt 1800 

6 gaaftcgc" cccaagltgg ggcagcgccg ccgccccctg cgctctcgcc atcgccccgc 18 

63 atttactcgc tggaggaggg ggtcacctca ttcctaggga 99aggaaaca ?^qcactat ^980 

64 ggcgacgtga ctcagtgttc ataaatagga cgacgtccct gcattcccaa tctgcactat 1980 

65 ?gg«agaaaa gccaatgttt gggtgaggat ccgtggttgc tcattagcca ^tggcc 2040 

66 agttttggtg gaattgtgtt ggggggaagg ggaccatctt tcagaccttt aggatattta 2100 

67 gLaagaac! ?tgccccctt gtgtgaaggt gtggcttgcc gccatcgggg acacccagta 2160 

68 catggggagt cgactccttc ccccgcctcc ccccaccccc gcaaaatcca cacaatttag 2220 

69 acacSSgga gggtgagggg caggtatgag taatcaataa tggtggtggg gaggaagaat 2280 

7 "atttcaaa tSgca^tta ttgtgcagaa taaaatgtgg acaacgtggg cgtcacagaa 234 

71 tqaaaccggt ctttgagaga tgccccatta ggagagcagc tgtcaaaaaa agcagtgctt 2400 

72 tcagcgct?g gctg?ggg?c cacaaatgct gtcaatgaac tatagttgaa ggctgctgcc 2460 

73 aatacaacac cactgtgaaa caga 

76 <210> SEQ ID NO: 2 

77 <211> LENGTH: 597 

78 <212> TYPE: DNA 

7 9 <213> ORGANISM: Mus musculus 

11 rtg^ggSrtggatctgca ggacctgccg agcgccacca tcgcctgcca cctggacccg 60 

83 cqcgtgltcg tigacggcct gtgccgggcc aaatttgaat ccctcttcag aacatatgac 120 

84 alggacacca cStccagta ttttaagagc ttcaaacgtg tccggataaa cttcagcaac 180 

85 cccttatctg cagccgatgc caggctgcgg ctgcacaaga ccgagttcct ggggaaggaa 240 

86 atqaagttg? attttgctca gactttacac ataggaagtt cacacctggc tccgcccaat 300 

87 cccgacaaac agttcctcat ctcccctccg gcctctcctc ccgttggctg gaaacaagta 360 

88 qaaqatgcca cccccgtcat aaattacgat cttttatatg ccatctccaa gctggggcca 420 

89 Igagaglagt atgaactgca tgcagcgaca gaccccactc ccagtgtggt ggtccacgtg 480 

90 Sgalagtg accaagagaa tgaggaggaa gaggaagaga tggagagaat gaagagaccc 540 

91 aagcccaaaa tcatccagac acggagaccg gagtacacac cgatccacct tagctga 597 

94 <210> SEQ ID NO: 3 

95 <211> LENGTH: 729 

96 <212> TYPE: DNA 

97 <213> ORGANISM: Mus musculus 

^Oo'gaattc^Tacccacgcgt ccgcccacgc gtccgcttgg ggcagcaggc atctatccct 60 

101 laagatgggl gacttttctt cctctgctgc atagacagag actgggctgt cactcagtgt 120 

102 fttgctgalg aggccttcca agcactcact gacttcagtg atcteccca. ctcattgttt 80 

103 qcctqcaatg ttcaccagtc tgtgtttgaa gaagaggaga gcaaggaaaa attcgaggga 240 
ctgttccgga cctatga^ga atgtgtgacg ttccagctgt ttaagagttt ccgacgggtt 

105 cgaataaatt tcagccatcc caaatctgca gcccgtgccc ggatagagct tcatgagact 360 
III cagttcagag ggaagaagct acccctctac ttcgcccagg tccagacccc agagacagat 420 
107 ggagacaaac tgcatttggc acctccacag cctgccaaac agttcctcat ^caccccct 480 
ma tcatctccat ctqttggctg gaagcctatc agcgatgcca caccagtcct caactatgac 540 

109 cttcttSg ctgtggccaa actlggacca ggagagaaat atgagctgca cgctggaact 600 

110 gagtctaccc cgagcgtcgt ggtgcatgtg tgtgacagcg acatggagag ggaggaggac 660 
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111 ccaaagactt ccccaaagcc aaaaatcaat cagacccggc ggcctggcct gccacccttc 720 

112 ggtcactga 

115 <210> SEQ ID NO: 4 

116 <211> LENGTH: 198 

117 <212> TYPE: PRT 

118 <213> ORGANISM: Mus musculus 
120 <400> SEQUENCE: 4 

"l Met Glu Glu Val Asp Leu Gin Asp Leu Pro Ser Ala Thr lie Ala Cys 

^24 His Leu Asp Pro Arg Val Phe Val Asp Gly Leu Cys Arg Ala Lys Phe 

^27 Glu Ser Leu Phe Arg Thr Tyr Asp Lys Asp Thr Thr Phe Gin Tyr Phe 

35 40 4 ^ 

13 0 Lys Ser Phe Lys Arg Val Arg He Asn Phe Ser Asn Pro Leu Ser Ala 

133 Ala Asp Ala Arg Leu Arg Leu His Lys Thr Glu Phe Leu Gly Lys Glu 

134 65 70 75 • T 
136 Met Lys Leu Tyr Phe Ala Gin Thr Leu His He Gly Ser Ser His Leu 

90 yb 

13 9 Ala Pro Pro Asn Pro Asp Lys Gin Phe Leu He Ser Pro Pro Ala Ser 
142 Pro Pro Val lly Trp Lys Gin Val Glu Asp Ala Thr Pro Val He Asn 
"5 Tyr Asp Leu Leu Tyr Ala He Ser Lys Leu Gly Pro Gly Glu Lys Tyr 
III Glu Leu His Ala Ala Thr Asp Pro Thr Pro Ser Val Val Val His Val 



III Cys Glu Ser Asp Gin Glu Asn Glu Glu Glu Glu Glu Glu Met Glu Arg 



150 155 "0 

Glu Glu Met 

III Met Lys Arg Pro Lys Pro Lys lie He Gil Thr Arg Arg Pro Glu Tyr 
155 180 185 19° 

157 Thr Pro lie His Leu Ser 

158 195 

161 <210> SEQ ID NO: 5 

162 <211> LENGTH: 242 

163 <212> TYPE: PRT 

164 <213> ORGANISM: Mus musculus 

166 <400> SEQUENCE: 5 ^ _ _ 

167 Glu Phe Val Asp Pro Arg Val Arg Pro Arg Val Arg Leu Gly Gin Gin 

5 !0 
^70 Ala Ser He Pro Glu Asp Gly Gly Leu Phe Phe Leu Cys Cys He Asp 

I73 Arg Asp Trp A^a Val Thr Gin Cys Phe Ala Glu Glu Ala Phe Gin Ala 

35 40 ^ 

^76 Leu Thr Asp Phe Ser Asp Leu Pro Asn Ser Leu Phe Ala Cys Asn Val 

179 His Gin Ser Val Phe Glu Glu Glu Glu Ser Lys Glu Lys Phe Glu Gly 

"2 Leu Phe Arg Thr Tyr Asp Glu Cys Val Thr Phe Gin Leu Phe Lys Ser 
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183 



85 



185 Phe Arg Arg Val Arg He Asn Phe Ser His Pro Lys Ser Ala Ala Arg 



186 100 105 



188 Ala Arg lie Glu Leu His Glu Thr Gin Phe Arg Gly Lys Lys Leu Pro 

135 I 40 



189 H5 120 



191 Leu Tyr Phe Ala Gin Val Gin Thr Pro Glu Thr Asp Gly Asp Lys Leu 



192 13 0 

194 His Leu Ala Pro Pro Gin Pro Ala Lys Gin Phe Leu He Ser Pro Pro 

\fl ser Ser Pro Ser Val Gly Trp Lys Pro He Ser Asp Ala Thr Pro Val 

165 110 1/3 

20? Leu Asn Tyr Asp Leu Leu Tyr Ala Val Ala Lys Leu Gly Pro Gly Glu 
201 180 185 I 90 

203 Lys Tyr Glu Leu His Ala Gly Thr Glu Ser Thr Pro Ser Val Val Val 

204 195 200 205 

206 His Val Cys Asp Ser Asp Met Glu Arg Glu Glu Asp Pro Lys Thr Ser 

209 Pro Lys Pro Lys He Asn III Thr Arg Arg Pro Gly Leu Pro Pro Phe 

210 225 "0 235 
212 Gly His 

216 <210> SEQ ID NO: 6 

217 <211> LENGTH: 192 

218 <212> TYPE: PRT 

219 <213> ORGANISM : Homo sapiens 

III Me?™f Asp val Ser Thr Leu Val Ala Cys Val Val Asp Val Glu 

225 Val Phe Thr Asn Gin Glu Val Lys Glu Lys Phe Glu Gly Leu Phe Arg 

226 20 25 30 



22 8 Thr Tyr Asp Asp Cys Val Thr Phe Gin Leu Phe Lys Ser Phe Arg Arg 
231 Val Arg lie Asn Phe Ser Asn Pro Lys Ser Ala Ala Arg Ala Arg He 



70 75 ^ 

237 Ala Gin Val Gin Thr Pro Glu Thr Asp Gly Asp Lys Leu His Leu Ala 

238 85 90 95 
240 



Pro Pro Gin Pro Ala Lys Gin Phe Leu He Ser Pro Pro Ser Ser Pro 



232 50 55 60 

234 Glu Leu His Glu Thr Gin Phe Arg Gly Lys Lys Leu Lys Leu Tyr Phe 

His 
Ser 

241 100 105 110 

243 Pro Val Gly Trp Gin Pro He Asn Asp Ala Thr Pro Val Leu Asn Tyr 

ITs Asp Leu III Tyr Ala Val Ala Lys Leu Gly Pro Gly Glu Lys Tyr Glu 

III Leu III Ala Gly Thr Glu III Thr Pro Ser Val Val Val His Val Cys 

150 155 lb 

III Asp Ser Asp He Glu Glu Glu Glu Asp Pro Lys Thr Ser Pro Lys Pro 

165 

255 Lys He He Gin Thr Arg Arg Pro Gly Leu Pro Pro Ser Val Ser Asn 

256 180 185 190 
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262 <210> SEQ ID NO: 7 

263 <211> LENGTH: 170 

264 <212> TYPE: PRT 

265 <213> ORGANISM: Homo sapiens 
267 <400> SEQUENCE: 7 

2 68 Met Val Tyr Ala Lys Phe Glu Ser Leu Phe Arg Thr Tyr Asp Lys Asp 

271 He Thr Phe Gin Tyr Phe Lys Ser Phe Lys Arg Val Arg He Asn Phe 

272 20 25 30 

2 74 Ser Asn Pro Phe Ser Ala Ala Asp Ala Arg Leu Gin Leu His Lys Thr 
275 35 40 45 

277 Glu Phe Leu Gly Lys Glu Met Lys Leu Tyr Phe Ala Gin Thr Leu His 

278 50 55 60 

2 80 He Gly Ser Ser His Leu Ala Pro Pro Asn Pro Asp Lys Gin Phe Leu 
281 65 70 75 80 

2 83 He Ser Pro Pro Ala Ser Pro Pro Val Gly Trp Lys Gin Val Glu Asp 
284 85 90 95 

2 86 Ala Thr Pro Val He Asn Tyr Asp Leu Leu Tyr Ala He Ser Lys Leu 
287 100 105 HO 

289 Gly Pro Gly Glu Lys Tyr Glu Leu His Ala Ala Thr Asp Thr Thr Pro 

290 H5 120 125 

2 92 Ser Val Val Val His Val Cys Glu Ser Asp Gin Glu Lys Glu Glu Glu 
293 130 135 140 

2 95 Glu Glu Met Glu Arg Met Arg Arg Pro Lys Pro Lys He He Gin Thr 
296 145 150 155 160 

2 98 Arg Arg Pro Glu Tyr Thr Pro He His Leu 
299 165 170 

302 <210> SEQ ID NO: 8 

303 <211> LENGTH: 197 

3 04 <212> TYPE: PRT 

305 <213> ORGANISM: Cricetulus griseus 

307 <400> SEQUENCE: 8 

308 Met His Phe Arg Asp Phe Asn Tyr Asn Phe Ser Ser Leu He Ala Cys 

309 1 5 10 15 

311 Val Ala Asn Gly Asp Val Phe Ser Glu Ser Glu Thr Arg Ala Lys Phe 

312 20 25 30 

314 Glu Ser Leu Phe Arg Thr Tyr Asp Lys Asp He Thr Phe Gin Tyr Phe 

315 35 40 45 

317 Lys Ser Phe Lys Arg Val Arg He Asn Phe Ser Asn Pro Leu Ser Ala 

318 50 55 60 

320 Ala Asp Ala Arg Leu Gin Leu His Lys Thr Glu Phe Leu Gly Lys Glu 

321 65 70 75 80 

323 Met Lys Leu Tyr Phe Ala Gin Thr Leu His He Gly Ser Ser His Leu 

324 85 90 95 

326 Ala Pro Pro Asn Pro Asp Lys Gin Phe Leu He Ser Pro Pro Ala Ser 

327 100 105 HO 

32 9 Pro Pro Val Gly Trp Lys Gin Val Glu Asp Ala Thr Pro Val He Asn 

330 115 120 125 

332 Tyr Asp Leu Leu Tyr Ala He Ser Lys Leu Gly Pro Gly Glu Lys Tyr 
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Please Note: 

Use of n and/or Xaa have been detected in the Sequence Listing. Please review 
Sequence Listing to ensure that a corresponding explanation is presented in t 
to <223> fields of each sequence which presents at least one n or Xaa. 

Seq#:27; N Pos . 2410 
Seq#:28; Xaa Pos. 6 
Seq#:33; Xaa Pos. 1,2,3 
Seq#:46; Xaa Pos. 6 
Seq#:47; Xaa Pos. 4 
Seq#:48; Xaa Pos. 4 
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L:871 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:27 after pos.:2400 
L:910 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:28 after pos . : 0 
L:997 M:341 W: (46) »n" or "Xaa" used, for SEQ ID#:33 after pos . : 0 
L:1386 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:46 after pos . : 0 
L-1405 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:47 after pos . : 0 
L:1424 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:48 after pos . : 0 
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